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. . \ 

Andreas Gardii PhD. 
ZLB centi Laboratory 
Blood Transfiuion Service, Swiss Red Cross 
Wankdo&xasse 10 
Postfach, 3000 
Bern 22 Switzerland . 

. 
. . , d 

Dear Dr. Gardi: 
. 

B. A , 
Impdons were conducted by the Food and Drug Adminiskion (FDA) of the Central 
L&oratory of the Swiss Red Cross, Wankdorfstrasse IO, km, Switzerland, fkom June 9 
to June 22,1999, and from Septembw 6 to September 10,1999. &ring the inspections 
violations of Section 50 1 (a)(2)(B) of the Fed-1 Food, Drug, and Cosmetic .kt and Title 
21, Ca_de~mhtions, Part 211 were documented as fbllows: . 

1. Failure to conduct and filly document a thorough invektigation of an unexplained 
dismmcy or the f&re of a batch to meet its specifbioas or to extend the I 
investigation to other batch- that may have been wsociated with the specific 
failure or discxepancy (2ICFR 21 Lj92’J. For vple: 

. a. deviation report-indicated ‘m 
i 

~lyopl&ed lot -had kikdko meet visual inspection and 
ma&urn residual moisture spe&ications. The investigation stated that 
the lyophilization p-s parameters bad been met and the action taken 
was to reprocess the lot. There was no investigation into the possl%le 

: causes of the tihre to meet the residual moistwe and visual inspection 
specific&ions. 



b. iqmrted-blackspotsinvialso~ 
Thefinn roceaed~‘~tandreIeasedit~r 

dktAutjoll~pac@inglo ,I ThetewaSIiOill~OR 

into tbe identity and the p&Me soyces ofthe black particles. 

c. in 1998, four imrnal complaints reported that red spots had been obsesved . 
inside tbe surf& of vials from nine lots o- during the 
initial 100% visual inspection The composition ofthe red spots was not 
analyzed in 1998. Data hm an event that Occurred in.1995 wa3 used fbr 
the iuvestigatio~ however, no testing was performed * vetifjr that the 
events were simi+. In addition, at&city assessment. was not conducted 
b&ore the lots we released fbr distniion 

d w- fi% iIed the pyroged test in 1995. The 
investigation yas inadequate in that the conclusion that the lot w-as 

. , nanpyrogenic was based only on the nature of the fwer reaction seen in 
the rahbits. Please be advis& that USP 23 states tbra a temperature rise 
that occurs within three hours of injection must be considered in 
determining whether the test substance is pyrogenic. Anecxtotal ev&nce 
that some rabbits show a quick response to pyrogenic materials cannot be 
the sole basis for invalidating pyrogen tests. , 

e. the f%iIure investigation erm lots which used stoppers 
that were contaminateA yith - inadequate in that there was no 
evaluation ofreserve samples for the p-az of-d an analysis 
was not perfkmed fix the presence of ‘r final product. . 

2. Failure to establish procedures to validate the pezfkmat~~ of those manuf&uring 
processes that may be responsible fbr causing variability h’the charactektics of 

‘in-process material and the drug pradud [21 CPR 21 I.1 10(a)] in that reprocessing 
. procedures fowand-have not been validakd, . 

3. Failure to establish Mmatmy controls that shaIl in&de the establishment of 
scientifically sound and appropriate specitioations, @an- sampling plans, and 
testpro&ures[21 cpR211.16o(bllinthat~e~allysouadsamplingplaas I 
havenotbeamtablishedfbrthe~of~ 
rekase testing fix-d v 

samples and samples &r lot 

4. i Faihre to estatrlish time limits for the completion if each phase of production to 
. 

5. ‘Failure to establish appropriate written procedures for the validation of a 
sterilization process to prevent microbiological ~ntamination of product [21 CFR 
211.123(b)J in that: 



a. visual i.nspmioxipenonne(‘remov~media filled bottles which are 
damaged or defkctiw after the incubation lkriod is compkted. The 
tdidity status ofthe bodies is not always recorded in the batch rewrd 
andtbedamagedor~vebaalesatenatsenttatheQualityCan;trol 
Wu-obiolo~ Laboratory fbr evaluation prior to ckstrution 

b. there is no dab to support the adequacy of the # day incubation period of 
the media filled bottles at 1 “C to allow fOf growth of molds, yeast, or . 
w . -* 

6. Failure to &an, - sanitize equipment at appropriate intervaIs to 
prevent m&kction or ccukktion that would alter safety, identity~ strena 
qualay,orpurityofthedrugprwLice[22CFR211,6~iathatthereisnadatata 
support the established maximum hold time o-days between the 
sterilization and use of lyophilizers. 

7. LabOratory records do trot always include complete data wxessky to assure 
coxqppceetith established specificati~~.~ and standads [Zl CFR 211.194(a)]. 

. 

aW 12gramallalysis~iUd ooumentedtohave . 
beenreceivedonAuguse4,1999,whenin~~thesarnplewasreceivedon 
September 8,1999. 

b. ,mw was doaxrnented to haveben 
received on July 23, 1999, u&n in fact the sample had not yet been . . 
reoeived in the Iaboratory. 

8. Failure to establish a system hr cleaning and disiuf&ting,tlie room and 
. equipment to produce aseptic conditions 121 CFR 211.42(c)(lO)(v)] in that 

equipment swabbing and per-~ recovery studies have not been pe&nned&r 
-based &a&g soh$ion~ for~leaning of product 
Umtactequipmerlt. 1 . 

9. Failure to establish, main-r& and G%wwitten proceduresf5rprwiudion and 
pro- contro1 designed to assurethat thy dnrg F have the identity, 
cd.req& quality, and purijr they purport or are represented to possess [Zl CFR 
21 LIOO]. For example: 1 

. 

that state3 the maximum allowable the 
is allowed to lF!main at rooxn temperature 

b. Standard Operaring Prowdwe (SOP) A000002D, entitled ‘Bviation 
Coqtrol,” was not fbllowed in that a deviation report was nut generated for 



. . . 

C. SOP QlOOOOlD, entitled 7a.t~ SampI&” stafes that IV--&- 
Iqjection (WFI) samples fkc microb 
taken from- 
However, the WH samples are t&n directly ik 
during routine monitoring . 

d. SOP QlOOOCIID, entitled ‘Water Sampling,” states that the- 
must be flushed fot’# minutes prior to _cntnpling during routine monitormi 
for WFL There are no instructions for opera&s to do the same during 
bulk production. 

. We aclrnowledge receipt of your written responm dated July 8,1999; August 3 l,l%)$ . 
September 30,1999; and October 27,1999, to the Form FDA-483 issued at the close of 
the~hne inspection We also a&owkige ,xeceipt of your writkn response dated 
October 1,1999, to the Form FDA433 issued at the dose ofthe September inspection. 
We have reviewed your responses and find that they are inadequate to address our 
camems and have the following specific comments to your responses, which are grouped 
accqdii the inspection date and numbered to correqand to the observations listed on 8 
the Form FDA-483: 

8 Juue9- June22,1999 inspection . 

. . and is aurently in- status. 

response indicates that your firm held and then s 
to a pyrcgesl test fkilure. 

final product fbr ovwyears and 
both of which are changes that may 

The new~lot i- 

strength, quality, purity, or potency of the product. 
may be distributed you must submit a prior approval supplement to FDA’s Center 
fbr Biologics Evaluation and Research (CBER), OfEke of Blood Research and . 
Iteview (OBRR) pursuant to 21 CFR 601.,12(b). 

3. Pkse be aware tbatthe validation o~pr~&ures formmust he 
submitted as a prior approval supplement to CBER’s OBRR pursuant to 21 CFR 
601.12(b). In addition, the review add approval of~rocedures for 

.9--f will be handled by CBER’s OBRR through Reference Number 97-0739. 

The fbilure investigation report for the blaok particles in# lot- 
submitted in the September 341999, response do6 not indicate possible 

sources of the contamination. 

13. Your response dated July 8, 1999, indicates that an identical problem with the 
supplier of- o&fled in 1995. i The response does not indicate what 



+ctions ;cliritl be taken in refkrence to the supplier to assure that the problem with 
theredspotswillnotoocurathirdtime. t 

September 6 - lo,1999 i5spectioa. 
I 

6. Please provide a rationale for the implemeatatiw d ate of January 3 1,200O fbr the 
controlled worksheet procedure Please provide interim measures that will be 
taken to issure the accountability ofall worl&x?ts. In addition please provide 
interim measures that will be taken to Bggure the acxountahiii of samples for 
Quality Control testing until the implemsntation date of December 31,1999, fbr 
the new procedure. , 

12. Your response states that a task force reached the conclusion that the-lots 
eontaminated~dith~were not considered a health hazard. Please provide an 
English translation of the medical and toxicological iaformation that the task 
force used to come to this conclusions In addition, please provide a list of the 
iffected fhal product-lots and their disposition and the number of stoppers 
afEe~tedbythiscor&am&tion. ’ * 

Neither the above violations nor the obwvations mted on the Form FDA 483 presented 
to your firm at the conclusion ofthe inspections are intended to be an aILinclusive Iii of . 
deficiencies at your establishment. It is your responsibility to ensure adherenw to each 
requirement of the Federal FoOq Drug and Cosmetic Act and the applicable regulations 
and standards. The specific violations noted in this letter and ,the Form FDA 483 may be 
symptomatic of serious underlying problems in your establiihment’s manufscturing and 
qualii systems- You are responsible for investigating and determining the causes of the 
violations identied by FDA if the causes are detkmiied to be systems problems, you 
xnGt promptly initiate permanent corrHive acfkns. 

You should take prompt action to correotthese deviations. Failure to do so may result in 
regulatory action without fkther notice. Such action includes license suspension and/or 
remcation, and/or import alert, which would prm your product from entering the 
United States Federal egencies are advised of the issuance of all Warning Letters about 
drugsarPddevicessothattheymay~thisintbtmetiontrtoacOountwhen~~ 
the award of coutmcts. In addition, 50 license applications or suppIements for devices to . 
which the dekkncies are reasonably related will be approved until the vioJations have 
beeR co& 

You should respond to FDA in writing within 15 working days of receipt of this letter of 
the specific steps you have takea to eomct the noted viol.ations and to prevent their 
rv. corrsctive aotions addressed in your previous 1etNx-s may be r&m in 
response to this letter, as appropriate. Ifcorrective actions cannot be complekd within 15 
working days, state the reasm fbr the delay and the timi within which the corrections 
wi!l be completed. FDA will ve@ your implementation of promised corrective action 
during the next inspection of your fkility. YOW reply should be sent to the Food and 
Drbg Administration, Center for Biologics l3va~on and Research, 1401 RocMle 
Pi Suite 200 N, Ro~lcvilIe, Macyhnd 20852-1~8, Ahenfion: Lhision of Case 

. 



Mauagemen~ .lXJ?M410. If you have any!questions regarding this Ietter, plfase contact 
Annette Ragosta si (301) 827-6322. 

I 

of Regional Operations 

. 
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. 

, 
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